COMBINED DECLARATION AND POWER OF ATTORNEY 
IN PATENT APPLICATION 

Attorney Docket No. AncLCIP 

As a below named inventor, I, DARRELL R. ANDERSON, NABIL HANNA JOHN 
EXEONARD, ROLAND A. NEWMAN, MITCHELL E. REFF and WILLIAM H. RASTETTER, 
hereby declare that: 

my residence, post ofiBce address and citizenship are as stated below next to my name; 

I believe that I am the original, first and sole inventor (if only one name is listed below) or 
a joint inventor (if plural inventors are listed below) of the subject matter that is claimed and for 
which a patent is sought on the invention entitled: 

THERAPEUTIC APPLICATION OF CHIMERIC AND RADIQT^RELED ANTTRODTES TO 
HUMAN B LYMPHOCYTE RESTRICTED DTFFERENTTATTON AMTTOKN FOP T^ , 
TREATMENT OF B CEIL LYMPHOMA 

the specification of which 

(check one) is attached hereto. 

XX?qCX was filed on November 3. 199.^ as Application Serial No. 
Q9A49,Q99 . This application is a continuation- 
in-part of Serial Number 07/978, 891, filed November 13, 1992, now abandoned. 

I hereby state that I have reviewed and understand the contents of the above identified 
specification, including the claims, as amended by any amendment referred to above. 

I acknowledge the duty to disclose information that is material to the examination of this 
application in accordance with Title 37, Code of Federal Regulations, Section 1.56(a). 

I hereby claim foreign priority benefits under Title 35, United States Code, Section 119 of 
any foreign application(s) or patent or inventor's certificate listed below and have also identified 
below, any foreign application for patent or inventor's certificate having a filing date before that of 
the application on which priority is claimed; 

Prior Foreign Application(s): 

Priority 
Claimed 

^"^rn^^r Country Dav/Monthy Year Filed Yes/No 



I hereby claim the benefit under Title 35, United States Code, Section 120 of any United 
States application(s) listed below, and, insofar as the subject matter of each of the claims of this 
application is not disclosed in the prior United States application in the manner provided by the 
first paragraph of Title 35, United States Code, Section 112, I acknowledge the duty to disclose 
material information as defined in Title 37, Code of Federal Regulations, Section 1.56(a) which 
occurred between the filing date of the prior application and the national or PCT international 
filing date of this application: 



Status (patented, 

Serial Nq^ Filing Date pending, a hanHnnpH^ 

07/978,891 Ngvgmbgr 13, 1992 Abandoned 

I hereby appoint the following attorneys and/or agents to prosecute this application and to 
transact all business in the United States Patent and Trademark Office connected therewith: 
Kenneth J. Woolcott, Reg. No. 30,984, and Richard P. Burgoon, Jr., Reg. No. 34,787. Address all 
telephone calls to Richard P. Burgoon, Jr., at telephone number (619) 550-8680. 

Address all correspondence to: 

Richard P. Burgoon, Jr. 
Intellectual Property Counsel 
IDEC PHARMACEUTICALS CORPORATION 
11011 Tprreyana Road 
San Diego, CA 92121 



I hereby further declare that all statements made herein of my own knowledge are true and 
that all statements made on information and belief are believed to be true; and further that these 
statements were made with the knowledge that willftd false statements and the like so made are 
punishable by fine or imprisonment, or both, under Section 1001 of Title 18 of the United States 
Code, and that such willful false statements may jeopardize the validity of the application or any 
patent issued thereon. 



United Stete5> 



Full Name of Inventor Citizenship 

1851 Navajo Place, Egcondidc^CA j 
Residence 



.dflmf^gg above 



Post Office Address 

X iIJmuM (P ^ (:}Ul -■ Ar,ril^,^19<M 

Inventor's Signature Date 

Nabi] Hf^TlT?q ; , United States 

Full Name of Inventor Citizenship 



3255 Fortuna Ranch R nad. Olivenb^iTi^^rA ^^ng^ 



Residence 



Same as above 
Post Office 




Jifventor's Signature Date 



Rev, 6/88 
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John E)l>onard 



United States 



* uU Name of Inventor 
Residence 

Same as above 



Post Office Address 



Citizenship 



April 



Inverj^r's Signature 
t^^JZ) Roland AAjewman 



Date 



United KingdoTn 



J^iiil Name of Inventor 
Residence 




Citizenship 



Post Office Address 
2L 



Inventor's Signature 



5^^^ Mitchell E fReff 



ull Name of Inventor 



41G6 Combe Wav. San Pif 
Residence 



Post Office Address 



Inventor's Signature 

^ William HJRastfitter 
Full Nai 



Name of Inventor 



16067 Puerta Del Sol. ^nrV Santo F«. ^^^2067 



Residence 



2^ 



1994 



Date 



United States 



Citizenship 



Anril 19<U 



Date 



United States 



Citizenship 



Post Offi^ Address. 





April ^ . 1994 



Inventor's Signature 



Date 



Rev. 6/88 
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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 



ANDERSON, D.R, et al 

UNKNOWN Group Art Unit: UNKNOWN 

HEREWITH Examiner: UNKNOWN 

THERAPEUTIC APPLICATION OF 
CHIMERIC AND RADIOLABELED 
ANTIBODIES TO HUMAN B 
LYMPHOCYTE RESTRICTED ANTIGEN 
FOR TREATMENT OF B CELL 
LYMPHOMA 

3 November 1993 
San Diego, CA 



VERIFIED STATEMENT (DECLARATION) CLAIMING SMALL ENTITY STATUS (37 CFR 
1.9(f) and 1.27(c)) - SMALL BUSINESS CONCERN 

I hereby declare that I am 

( ) the owner of the small business concern identified below: 

(X) an official of the small business concern empowered to act on behalf 
of the concern identified below: 

NAME OF CONCERN: IDEC Pharmaceuticals Corporation 

ADDRESS OF CONCERN: 11011 Torreyana Road 

San Diego, CA 92121 



I hereby declare that the above-identified small business concern qualifies as a small business 
concern as defined in 13 CFR 121.3-18, and reproduced in 37 CFR 1.9(d), for purposes of paying 
reduced fees under Sections 41(a) and (b) of Title 35, United States Code, in that the number of 
employees of the concern, including those of its affiliates, does not exceed 500 persons. For 
purposes of this statement, (1) the number of employees of the business concern is the average over 
the previous fiscal year of the concern of the persons employed on a fall-time, part-time or 
temporary basis during each of the pay periods of the fiscal year, and (2) concerns are affiliates of 
each other when either, directly or indirectly, one concern controls or has the power to control the 
other, or a third party of parties controls or has the power to control both. 

I hereby declare that rights under contract or law have been conveyed to and remain with the small 
business concern identified above with regard to the invention, entitled: THERAPEUTIC 
APPLICATION OF CHIMERIC AND RADIOLABELED ANTIBODIES TO HUMAN B 
LYMPHOCYTE RESTRICTED ANTIGEN FOR TREATMENT OF B CELL LYMPHOMA 

by inventors: Anderson, DA; Hanna, N; Leonard, JE; Newman, RA; Reff, ME; Rastetter, WH 



Applicant: 
Serial No.: 
Filed: 
Title: 



Rev. 6/88 
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described in 

(X) the specification filed herewith 

( ) application Serial No. , filed . 

( ) Patent No. , issued . 

If the rights held by the above-identified small business concern are not exclusive, each 
individual, concern or organization having rights to the invention is listed below* and no rights 
to the invention are held by any person, other than the inventor, who could not qualify as a small 
business concern under 37 CFR l,9(d) or a non-profit organization under 37 CFR 1.9(e). *NOTE: 
Separate verified statements are required from each naimed person, concern or organization 
having rights to the invention averring to their status as small entities. (37 CFR 1.27) 

NAME 

ADDRESS . 

( ) INDIVIDUAL ( ) SMALL BUSINESS CONCERN ( ) NONPROFIT ORGANIZATION 

NAME 

ADDRESS 

( ) INDIVIDUAL ( ) SMALL BUSINESS CONCERN ( ) NONPROFIT ORGANIZATION 

NAME . 

ADDRESS o_ 

( ) INDIVIDUAL ( ) SMALL BUSINESS CONCERN ( ) NONPROFIT ORGANIZATION 

I acknowledge the duty to file, in this application or patent, notification of any change in status 
resulting in loss of entitlement to small entity status prior to paying, or at the time of paying, the 
earliest of the issue fee or any maintenance fee due after the date on which status as a small entity 
is no longer appropriate. (37 CFR 1.28(b)) 

I hereby declare that all statements made herein of my own knowledge are true and that all 
statements made on information and belief are believed to be true; and further that these 
statements were made with the knowledge that willful false statements and the like so made are 
pvuiishable by fine or imprisonment, or both, under Section 1001 of Title 18 of the United States 
Code, and that such willful false statements may jeopardize the validity of the application, any 
patent issuing thereon, or any patent to which this verified statement is directed. 

NAME OF PERSON SIGNING: Kenneth J. Woolcott 

TITLE OF PERSON OTHER THAN OWNER: General Counsel 

ADDRESS OF PERSON SIGNING: 11011 Torreyana Road, San Diego, CA 92121 




DATE ^ ^3 



Rev. 6/88 
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liN THE UNITED STATES PATENT AND TRADEMARK OFFICE 



Applicant: ANDERSON, DARRELL R., et al. 

Serial No.: 08/149,099 Group Art Unit: 

Filed: November 3, 1993 Examiner: 

Title: THERAPEUTIC APPLICATION OF 

CHIMERIC AND RADIOLABELED 
ANTIBODIES TO HUMAN B LYMPHOCYTE 
RESTRICTED DIFFERENTL\TION 
ANTIGEN FOR TREATMENT OF B-CELL 
LYMPHOMA 

10 January 1994 
San Diego, CA 



PATENT ASSIGNMENT 

WHEREAS, we, Darrell R. Anderson, a citizen of the United States, residing at 
1851 Navato Place, Escondido, CA 92029, County of San Diego, State of California; Nabil Hanna, a 
citizen of the United States, residing at 3255 Fortuna Ranch Road, Olivenhain, CA 92024, County of 
San Diego, State of California; John E. Leonard, a citizen of the United States, residing at 1960 
Avenida Joaquin, Encinitas, CA 92024, County of San Diego, State of California; Roland A. 
Newman, a citizen of the United Kingdom, residing at 4311 Robbins Street, San Diego, CA 92122, 
County of San Diego, State of California; Mitchell E. Reff, a citizen of the United States, residing 
at 4166 Combe Way, San Diego, CA 92122, County of San Diego, State of CaHfornia; and William 
H. Rastetter, a citizen of the United States, residing at 16067 Puerta del Sol, Rancho Santa Fe, CA 
92067, County of San Diego, State of CaHfornia have co-invented a "THERAPEUTIC 
APPLICATION OF CHIMERIC AND RADIOLABELED ANTIBODIES TO HUNLfy^T B 
LYMPHOCYTE RESTRICTED DIFFERENTIATION ANTIGEN FOR TREATMENT OF B 
CELL LYiVIPHOMA," for which we have filed application papers for United States Letters Patent 
thereon, serial number 08/149.099 filed November 3, 1993; and 

WHEREAS, IDEC PHARMACEUTICALS CORPORATION, a California 
Corporation, having a principal place of business at 11011 Torreyana Road, San Diego, CA 92121, 
is desirous of acquiring the exclusive right, title and interest in the invention and in and to the 
Letter Patent to be granted and issued therefore throughout the world. 

NOW, THEREFORE, for a valuable consideration, the receipt of which is hereby 
acknowledged, we, Darrell R. Anderson, Nabil Hanna, John E. Leonard, Roland A. Newman, 
Mitchell E. Reff and William H. Rastetter, do hereby sell, assign, transfer and set over unto IDEC 
PHARMACEUTICALS CORPORATION, its successors and assigns, the full exclusive right, title 
and interest in and to the invention, and in and to any and all Letters Patent to be granted and 
issued therefore, including all continuations, continuations-in-part, and/or divisional 
applications, not only for, to and in the United States of America, its territories and possessions, 
but for, to and in all other countries including all priority rights under the International 
Convention and any other applicable laws or treaties; and we hereby authorize and request the 
Commissioner of Patents and Trademarks to issue said Letters Patent to IDEC 
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PHARMACEUTICALS CORPORATION, its successors and assigns, in accordance with this 
Assignment. 



WITNESS MY HAND at San Diego, CaHfomia thiaJLlth day;of November, 1993 



CaHfomia thia-1 
DaVrell R 




R. Anderson 



State of California 
County of San Diego 



On November 11, 1993, before me, Jana L. Greene, personally appeared Darrell R. Anderson , 
personally known to me (or proved to me on the basis of satisfactory evidence) to be the person(s) 
whose name(s) Ware subscribed to the within instrument and acknowledged to me thi|t 
€e)^she/they executed the same indujyher/their authorized capacitj^ies), and that by<hQ(Tier/their 
signature(s) on the instrument the person(s), or the entity upon behalf of which the person(s) acted, 
executed the instrument. 



WITNESS my hand and official seal. 
Signature. "^wtC^^VLL^w 



^ana L. Greene 



(Seal) 




OFFICIAL SEAL is 
JANAL GREENE \ 

NOTARY PU8UC - CALIFORNIA . 
SAN OIEGO COUNTY ^ 
My Comm. Expires Mar. 11, 1994 ^ 



WITNESS MY HAND at San Diego, California this 11th day of November, 1993 




>l^abil Hanna 



State of California 
County of San Diego 



On November 11, 1993, before me, Jana L. Greene, personally appeared Nabil Hanna. personally 
known to me (or proved to me on the basis of satisfactory evidence) to be the persoii^) whose 
name(sX^are subscribed to the within instrument and acknowledged to me thai(^^she/they 
executed the same in ^g^er/their authorized capacity(ies), and that by (^^er/their signature(s) 
on the instrument the person(s), or the entity upon behalf of which the person(s) acted, executed the 
instrument. 



WITNESS my hand and official seal. 
Signature. 



(Seal) 



Jana L. Greene 




OFFICIAL SEAL 
JANAL GREENE 

NOTARY PUBUC - CALIFORNIA 
SAN OIEGO COUNTY 
My Comm. Expires Mar . 11. 1994 
v.^^^ ^ 
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WITNESS MY HAND at San Diego, California this 11th day of November, 1993. 

1 jc^^j^ 



Joh^ E. L 



Leonard 



State of California 
County of San Diego 

On November 11, 1993, before me, Jana L. Greene, personally appeared John E. Leonard , 
personally kno^s^ to me (or proved to me on the basis of satisfactory evidence) to be the person(s) 
yrhose name(sjli^/are subscribed tothe within instrument and acknowledged to me tl; 



WhL „ 

Ch^/she/they executed the same in<aia/her/their authorized capacity(ies), and that byJiis/her/their 
signature(s) on the instrument the person(s), or the entity upon behalf of which the person(s) acted, 
executed the instrument. 



WITNESS my hand and official seal. 
Signature, 



O Jana L. Greene 




(Se 



OFFICIAL SEAL 
JANAL GREENE 

NOTARY PUaUC - CALff ORWA 
1 TNC rc-^/ SAN DIEGO COUNTY 
^ 1 A§r^5^^ My Comm. Expires Mar. XI. 1994 



WITNESS MY HAND at San Diego, Califi^ia this 11th day oEJSIovember, 1993 





Roland A. Newman 



State of California 
County of San Diego 

On .November 11th, 1993 before me, Jana L. Greene, personally appeared Roland A. Newman, 
personally known to me (or proved to me on the basis of satisfactory evidence) to be the personCs) 
whose name(s)^^are subscribed to the within instrument and acknowledged to me thgt 
@{she/they executed the same in ^js^er/their authorized capacitjKies), and that by<ms)Qier/their 
signature(s) on the instrument the p>€rson(s), or the entity upon behalf of which the person(s) acted, 
executed the instrument. 



WITNESS my hand and official seal. 
Signature. 

\J Jana L. Greene 




OFFICIAL SJtilAl- 

JANAL GREENE 

NOTARY PUBLIC • CAtiFORNtA 
SAN OlEGO COUNTY 
My Comm. Expir es Mar. U.X994 



i^t ^ — ^ 
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WITNESS MY HAND at San Diego, California this 11th day of November, 1993. 




Mitchell E. Raff 



State of California 
County of San Diego 

On November 11, 1993, before me, Jana L. Greene, personally appeared Mitchell E. RefiF, 
personally known to me (or proved to me on the basis of satisfactory evidence) to be the person(s) 
whose name(s)(i^are subscribed to the within instrument and acknowledged to me that 
@/she/they executed the same in<£5?her/their authorized capacity(ies), and that by ^is/her/their 
signature(s) on the instrument the person(s), or the entity upon behalf of which the person(s) acted, 
executed the instrument. 



WITNESS my hand and official seal. 



Signature ^ CUV\6v^^f ' j^rvje^g^^/^-^ 



O Jana L. Greene 



(Seal) 




OFFICIAL SEAL } 
JANA L GREENE > 

NOTARY PUSUC-CALffORNiA ^ 
SAN DIEGO COUNTY 
My Comm. Expires Mar. 11, 1994 ? 



WITNESS MY HAND at San Diego, California this 11th day of November, 1993. 




William H. Rastetter 



State of California 
County of San Diego 

On November 11, 1993, before me, Jana L. Greene, personally appeared William H. Rastetter , 
personally known to me (or proved to me on the basis of satisfactory evidence) to be the person(s) 
whose name(sXi^re subscribed ta^e within instrument and acknowledged to me thflt 
(^she/they executed the same in(hi^er/their authorized capacity(ies), and that bj^SS^er/their 
signature(s) on the instrument the person(s), or the entity upon behalf of which the person(s) acted, 
executed the instnmient. 



WITNESS my hand and official seal. 

Signature^CcAA^ix^^ 

Jana L. Greene 




OFFICIAL SEAL 
JANA L GREENE 

NOTARY PU8UC ■ CALIFORNIA 
SAN OIEGO COUNTY 
My Comm. Expires Mar. 11, 1994 

K^KJ'^s^ ^ 
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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 



Applicant: ANDERSON, DAKRELL R,, 

Serial No. 08/149/099 Group Art Unit: 1805 

Filed; 3 November 1993 Examiner: Unknown 

Title: THERAPEUTIC APPLICATION OF CHIMEIUC AND 

RADIOLABELED ANTIBODIES TO HUMAN B 
LYMPHOCYTE RESTRICTED DIFFERENTIATION 
ANTIGEN FOR TREATMENT OF B-CELL 
LYMPHOMA 

August 31, 1994 
San Diego» OA 



PATENT ASSIGNMENT 



WHEREAS, IDEC PHARMACEUTICALS CORPORATION, a California 
corporation having a principal place of business at 11011 Torreyana Road> San Diego, California 
92121, by virtue of an assignment from the co-inventors of United States Letters patent application 
Serial November 08/149,099, filed November 3, 1993 with the United States Patent and Trademark ^ 
Office and entitled "THERAPEUTIC APPLICATION OF CHIMERIC AND RADIOLABELED — ^i: 

ANTIBODIES TO HUMAN B LYMPHOCYTE RESTRICTED DIFFERENTLATION ANTIGEN ^ r 

FOR TREATMENT OF B CELL LYMPHOMAS," said assignment being recorded with the United ^ 
States Patent and Trademark Office on January 14, 1994, Reel 6850. Frame 0468, has acquired the 
exclusive right, title and interest in said invention and in and to the Letter Patent to be granted 
and issued therefore throughout the world. q «; 

cn ? 

WHEREAS, MERRILL LYNCH/MORGAN STANLEY ASSOCIATES, L.P., a California co 
Corporation, having a principal place of business at 3000 Sand Hill Road, Building 4, Suite 270, cx> 'f- 

Menio Park, CA 94025, is desirous of acquiring the exclusive right, title and interest in the 
invention and in and to the Letter Patent to be granted and issued therefore throughout the world. 

NOW. THEREFORE, for a valuable consideration, the receipt of which hereby 
acknowledged, IDEC PHARMACEUTICALS CORPORATION, does hereby sell, assign, transfer 
and set over unto MERRILL LYNCH/MORG^^Tn STAT^^LEY ASSOCIATES, L.F., its successoi-s 
and assignees, the full exclusive right, title and interest in and to the invention, and in and to any 
and all Letters Patent to be granted and issued therefore, including all continuations, 
continuations-in-part, and/or divisional, but for, to and in all other countries including all 
priority rights under the International Convention and any other applicable laws or treaties; and 
IDEC PHARMACEUTICALS CORPORATION hereby authorizes and requests that the 
Commissioner of Patents and Trademarks to issue said Letters Patent to MERRILL 
LYNCH/MORGAN STANLEY, L.P., its successors and assigns, in accordance with this 
Agreement, 
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WITNESS MY HAND, at San Diego, California this <^ f day of August. 1994. 

IDEC PHARMACEUTICALS CORPORATION 




By: William H. Rastetter 

President and Chief Executive OfTicer 



State of California 
County of San Diego 



am H. Rasetter^ personally "jf^' ^ " ' 

to be the persontowhose name(s)^s£iire subscribed to the within inatrument and 
ige^jjOToie that(^/^ie/lhey executed the same in^^^ier/their authorised capacityCies), 



On Pi(t{^lf>r ^/ y / 77 before me, Mabel R. Hernandez, personally appeared 

William H. Ra setter/ personally known to m^or proved to me on the basis of satisfactory 
evidence) 
acknowledge 

and that b^^U^er/their sIgnatureCs) on the instrument the'person(s), or the entity upon behalf of 
which the person(5) acted, executed the instrument. 

WITNESS Jtny hand and official seal. ? ^^^^^ ^^^^^ ^- HERNAKDEZ ^ 5 ro ^! 

' ^ ^ /TAs^ Comin. # 1025707 | ^ 





NOTARY PUBLIC • CALIFORNIA 
San Di^sa Cotnty 



3) 



9X^.^.r U J^hAi(kA>^ (Seal) ^ ^^WC ^^I'^'^Z^t^t' I 



CD 



WITNESS MY HAND at San Diego, California the day of August, 1994. ^ g 



U3 



APR 28 91* 
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Patent 

Attorney's Docket No. 012712-014 




IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 

In re Patent Application of 

DarreU R. ANDERSON et al 

Application No.: 08/149,099 

Filed: Novembers, 1993 

For: THERAPEUTIC APPLICATION 
OF CHIMERIC AND RADIO- 
LABELED ANTIBODIES TO 
HUMAN B... 



Group Art Unit: 1816 
Examiner: R. Schwadron 



FIRST DEC LARATTON UNDER 37 r.F.R. S 1.132 

Assistant Commissioner for Patents 
Washington, D.C. 20231 

Sir: 

I, Darrell R. Anderson, do hereby declare: 

THAT, an abstract entitled "Immunoreactivity and Effector Function Associated 
with a Chimeric Anti-CD20 Antibody" was pubUshed in The Second Annual mr 
International Conference on Antibody Engineering , held December 16-18, 1991 in San 
Diego, CA and coauthored by Darrell R. Anderson, Robert E. McCoobery, Mitchell 
Reff, Roland Newman, Syamal Raychaudhuri and Nabil Hanna; 

THAT, I am familiar with the claims being considered by the Examiner in the 
above-identified application; 



C©FY 



NOV-27-96 UED 15111 IDEC PHftRH HT VW FAX NO. 6135508754 P. 02 

• NOV 27 '96 eSsiSPM BDSSM ^ 



^plication Serial No. J2SZI40 qqq 

*«aicett parent appJJcafloa; 
I flmiifir declare that all aiatcmemsm.H.K • 
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Patent 

Attorney's Docket No. 012712-014 



IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 



In re Patent Application of 

Darnell R. ANDERSON et al 

Application No.: 08/149,099 

Filed: Novembers, 1993 

For: THERAPEUTIC APPLICATION 
OF CHIMERIC AND RADIO- 
LABELED ANTIBODIES TO 
HUMAN B... 



Group Art Unit: 1816 
Examiner: R. Schwadron 



SECOND DECLARATTON UNDFW ^7 rir p 



§ 1.132 



Assistant Commissioner for Patents 
Washington, D.C. 20231 

Sir: 

I, DarreU R. Anderson, declare and state as foUows: 

THAT, I have a Doctorate of Biochemistry from Oklahoma State University; 
THAT, a copy of my Curriculum Vitae is attached hereto; 

THAT, I am the inventor of the subject matter disclosed and claimed in the above- 
referenced appHcation and I have reviewed and am familiar with the contents of U.S. 
Patent Application Serial No. 08/149,099; 

THAT, I have reviewed and am femiHar with the Examiner's rejection of the 
claims alleging that the disclosure is purportedly unpatentable over each of Robinson et 
al. (U.S. Patent Serial No. 5,500,362) and Robinson et al. (WO 88/04936). More 
specificaUy, that I understand that the Examiner has concluded that the anti-CD20 





Application Serial No. 08/149.099 
Attorney's Docket No. 012712-OU 

chimeric antibody which is the subject of this application would appear to be functionally 
equivalent to that disclosed in the above-identified Robinson patent. However, based on 
the following, I am of the opinion that the Examiner's conclusion is unsustainable as the 
chimeric anti-CD20 antibody which is the subject of the present invention exhibits 
properties which were totally unexpected and which moreover render it uniquely suited 
for use as a therapeutic, in particular for treatment of B cell lymphoma, 

THAT, based on the following, I do not agree with the Examiner's conclusion, 
THAT, a chimeric anti-CD20 antibody (IDEC-C2B8), consisting of human IgGl-K 
constant regions was developed by IDEC pharmaceuticals for the treatment of non 
Hodgkins B cell lymphoma. 

THAT, the IDEC-C2B8 antibody lyses CD20+ cells in vitro via complement and 
antibody-dependent cell-mediated lysis. 

THAT, preclinical studies have shown that the antibody selectively depletes B cells 
in blood, lymph nodes and bone marrow in macaque monkeys. Furthermore, the 
antibody has been shown to be highly effective in treating patients with relapsed low 
grade lymphoma, producing marked response rates in very sick patients. In my opinion, 
these clinical results were unexpected and could not have been reasonably predicted based 
on in vitro properties. 

THAT, while many of the in vitro properties of IDEC-C2B8 are shared with other 
anti-CD20 antibodies, a remarkable and apparently unique property of IDEC-C2B8 is the 
ability to deplete CD20 positive cells in vivo with such low doses. As low as 0.4 mg/kg 
was effective in depleting better than 95 percent of B cells in the peripheral blood of 

-2- 



Application Serial No. 08/149 nQQ 
Attorney's Docket No. 012712-014 

monkeys. This was a surprising result which supports the claims that C2B8 has unique 
properties beyond what is shared by other anti-CD20 antibodies. While it is difficult to 
compare directly other chimeric anti-CD20 antibodies because none have been tested in 
vivo as extensively as C2B8, the available evidence would suggest that C2B8 has a much * 
sti-onger effector depleting property than other chimeric antibodies which is apparentiy 
attributable to exceptionally strong Fc receptor binding. 

THAT, the following description of an antibody FcRU binding assay conducted 
under my supervision demonstrates that this enhanced Fc receptor binding is apparentiy 
the result of the combining of a unique mouse variable region sequence having a unique 
amino acid sequence with the human IgGl constant region: 

Binding of IDEC-C2B8 to Human FcyRII Transfected Cells 
Fc7Rn transfected CDW32 ceUs were attached to a 96 well plate pre-coated with 
Poly-L-Lysine. Due to the lack of soluble antigen, roEC-C2B8 and the conti-ol 
antibodies were evaluated in tiie absence of CD20 by serial dilutions at concentiations 
ranging from 2 to 0.025 fig/wL in wells of the cell coated plate. The amount of antibody 
bound to tiie FcyRIl receptors was detected by incubation witii Goat Anti-Human IgG- 
HRP (1:2000) reagent. Peroxidase substrate reagent (TMB) was added and absoibance 
derived from tiie color forming reaction was measured at 450 nm witii an ELISA plate 
reader. The results in Figure 1 show that IDEC-C2B8 has exceptionaUy strong binding to 
low affinity FcyRn receptors, in conti^t to the positive control human IgGl isotype and 
the negative control human IgG4 isotype. 
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Conclusion 

In my expert opinion, these results are unexpected, in view of the fact that low 
affinity receptor binding by antibodies is usually reduced in the absence of antigen 
binding. By contrast, these results indicate that IDEC-C2B8 has an unusually strong 
affinity for this type of receptor which may be even further enhanced in vivo on binding 
of antigen- The results are highly supportive of the claim that IDEC-C2B8 can mediate 
effector cell functions in vivo with effector cells expressing FcyRn receptors in a manner 
unequaled by other CD20 antibodies. Moreover, these results suggest that this antibody 
does not function equivalentiy to other chimeric anti-CD20 antibodies. 

In my opinion, it would be highly unreasonable to expect that other anti-CD20 
antibodies including the chimeric antibodies of the Robinson et al., if compared in this 
assay, would show equivalent behavior especially because comparison to totally human 
antibodies of the same isotype as seen in the controls, are not equivalent. In fact, the 
murine antibody from which the variable region was derived shows no more binding in 
this assay than the negative contirol above. Therefore, the subject chimeric antibody 
shows behavior uncommon to any other antibody tested including other chimeric 
engineered constiiicts which differ from C2B8 only in the variable region which is 
contained therein. This property, therefore, appears to be attiibutable to the particular 
variable region contained in the C2B8 antibody. However, it is noted that tiie assay 
shown above does not measure or in any way relate to antigen specificity, only the ability 
to bind to human FcRII receptors. In my opinion, it is this property tiiat is tiie most 
unique of the C2B8 effector properties, and may explain the unparalleled ability of tiie 
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subject amibociy to mediate auch extensive depleting behavior, in viw. As a exp^ in the 

Art^ I can lArell attest t9 the ^ that type n leoyptcy binding mediated through 

macic ages and monocytes fbOowing apedflc antibody binding to taig^ cdk, is well 

rtgardcd by nuny skiacd in the art to be the most potent of all pOAAible in vivo ds^e&ig 

medianisnis. 

I fiiithcx declare that all statancnts made herein of my own Icnowledge are tme 
and that all s t atemen ta made on infot mation and belief are believe to be true, and flinher 
that these sBiemems were made with the knowledge that wHIful fahe statements and the 
Hk© so made are pumahable by fine or imprisonment, or both, Section 1001 of Title 
18 of the United States Code, and that such willfUl statemoits may jeopardize the validity 
of the B{^;lieation or any patent lasuing thereoni 

Damell K. Anderson 
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In re Patent Application of 

Oarrell R. ANDBRSOM ec al 

Application No. J 08/149,099 

Filed: November 3, 1993 

For J THSRAPBUTIC APPLICATION OP 
CHIMERIC AND RADIOLABELED 
ANTIBODIES TO HUMAN B 
LYMPHOCYTS RESTRICTED 
DIPFBRBMTIATION ANTIQEM FOR 
TREATMENT OP B CELL LYMPHOtlA 

Assistant Consmisaioner for Patents 
Washington, D,C. 20231 

Sirt 

I, tsarrell R. Anderson, declare and atjate as follows: 

(1) That I am the satne Darrell R. Anderson named as an 
inventor of the above -identified application. 

(2) That I am aware of the facts that! led up to the sub- 
ject invention, 

^3} That I am further familiar with th« claima being 
considered by the Examiner in the above -iderit if ied application. 

(4) That based on such review, and my Iperflonai knowledge, 
I can attest to the fact that William S. Ras^tetter made an 
inventive contribution to tha subject application. Specifical- 
ly, William E. Rastetter, Ph.D. was involved in the initial 
conception relating to the usage of the subject chimeric antl- 
CD20 antibody as a pharmaceutical for the triatment of B cell 
lymphoma. Also. Dr, iiastetter wa. involved in the '""''^(Qp 
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conception relaclng to the ueage of thi, ^ntibouy la combination 
vith a radiolabeled non-oMn,erio anti-CD26 antibody. Further I 
can attest to the fact that the contribution of John H. Leonard 
.olely relate, to th. combined uaage of trie subject chimeric 
anti-cr.,0 antibody with a radiolabeled noa^-chi^eric (™.riae) 
«itibody (from which the subject chimeric antibody was derived) 
ae a therapeutic for treatment of B cell ly^ho«a. 

(5) I hereby declare that .11 atateminte made herein of my 
own to^owledge are true and that all statements made on informa- 
tion and belief are believed to be true, arid further that these 
statements were made with the knowledge th^t willful false 
statements a„d the lite so made are puni.habl, by fin. o^ im- 
prisonment, or both, under Section iool of Title 18 of the 
0«ited states Code and that such willful false staten«nts may 

jeopardize the validifev af - ij 

axidi.y of the application or any patent issued 

thereon. 



Dat^ —'^'^ 

QAHkilLii -i.; ANDERSON 
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